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* A** (NSAID S ) ^m^m , &*.<MOi /- ^ 

*Jfcft**M*, t^Mfit^f^. ii 1970 A«wr« 

^X***P4Mfc«MC0X) CQXi-aLCOXi, 
it'HSJfcifcH^tt^A, tytia-JH'JliFX.H"? (TNF-a ) ^#^L, 

#j # # $ *m& & i§ (nsaids ) «is ^. ji %mnm. & t 
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Qjfc, ^it^^—^-^^J8L^, I ^ 4-^^.-2- (4* - T 




* (I) 

^iL^#-^r^^4-^-2- (4* - V**.-***.) - 
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-#&-2- (.4* - f #Ut-*|Ut) ~ ¥*aWMM.*iF/8&*# 

4-**- 2- (4' -T^-^ 

#^j#^-^^4- T-S--^^, ^4-#r^e,j&, 

4-^-2- (4' - fM-Itt) 

-Mb, *»4-*M.-2r (4' -fHi-Wl) -V^Sfc 

JMM*aUM*tt»^#TJM-4*-2- (4* -*4Uk 

- V^lkfcJfr^JlllMBtt*^^*.. 4-^l>-2- ( 4' - 

-^fLl-) - ?**b^J54J*«*A4^-?* 4-*iT*.-2- U' - 

- (4* - ¥ JL£.-£#Ufc.) - V***-Jft-^Sf:«l#**»^4(rT* 4 
-^-2- (4' - viUt-^MUt) - V#tt*Ji*J?JM*#**G.^ 

-tea, p^y-5f^#. 
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;ML9I4-j«|.-2- (4' -flU-^Wt) - 

#4Mufc9§, ;ML98*fr 4-*t£.-2- (4* - TW-*IUt) 
- T^^^^^^^^^.Tii.it#4-^-2-[(4' - f|Ut) 

*JLi5. 4-T^-^e*^^ 4-#T^4MMUlJM<&HM4h. 

H l£S,tiX-4M4Mt-H; 

8 2 % S 6 PM1 6$ X - 44*frr#@; 
m 3 ^ S 6 PM3 # X- #^M*r#S; 

9 4 S 6 PM5 ft X - 

9 5 S 6 K30- 1 # X-M0,$t-ft®; 

s 6 K30- 3 ^ x - #iM*Mfr©; 

m 7 S 6 K30 - 5 ^ X- 
©8^S 6 ^DSC©; 
®9^S 6 K30-1^DSC©; 
S 10 ^ S 6 K30-3 tfj DSC 
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S 6 K30-5#DSC®; 
® 12 % S 6 PM1 #) DSC mi 
@ 13 ^ S 6 PM3 tfj DSC @; 
® 14^S 6 PM5 6tDSCa. 

T*«5**«#^ft b^ , JL bJ *U>] jfc^Hj- AM* 

i 2 - c 4- - vjut- **u&.> - r*«btt*4*«* 

K 2- (4' -*JMMA)*)«* 

#Jpc 16g ( 0. 129mol ) 8g ( 0. 143gmol ) Xj 

*M^Mp>£, l g 15. 8g( 0. lmol ) 

tt**^MM£, B% 1 'M«-fta4ft*J*. 150X^^^ o 

"f 80 TC#^^^ 300ml 3%NaOH titJLlt^L 

**. +*k, -f ^T^^^P, 4f*LAl7.4g. 

*.17.4 g JLffi4U&Ji»ft*-?- 200ml ^^K^^t, 6g S£ 

ia*«fc&5-10^, 
AH, ^*^#.S.*JtfcS4M* (A) 16. 6g. m.p 75- 77X:., 
M%t: iJkit^' Xikm.1: 5). 

2. 2- <4' - -**>(B)«*#J4" 

#(A)«st.-f;^«lt*j»*|f, ^RrtfluM&T, i"40t\ iokg 

AWH^ff*!!*, &tW&m%>m 10%HC1 ^MMf^HPIJL 
PH4-5, ***^Hp«HfT^ 25 % NaOH J. PH9 - 10, 
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X&m&rf-HL it*, **j*Jfr, ( B ) 14g. 

3, 2- (4' - - v*«mm* 

#^10g (B) 10ml *#.**ina||bir«f, SJL*K aMfc 
tf, **JM-«* 100ml e?oHt. *>MAai 75T:, 4M*in 6g 

T*4te&. ft 85 -sot:, l iL£&Jfj&, 

#A£*.«A.18%ifc*#.**.+, it*, *tfU8&*&®**^*, 
fl*****^***. it*, ^^6^6^,' 

4Hfc-t«*LJ&iaft*-f 135ml $j 95% £i#t> >^ 4g 
W*Jtfc5-10$*h ««Jt*. *^^^/ fc A*r*„ **, 

9g. m.p81-83r: o #*LJt4t: (JJL^#J: * iff Hi: 5). 

C 14 H 16 N0 4 S, ^-f-*: 293.39 





C ( % ) 


H ( % ) 


N ( % ) 




57. 32 


5. 15 


4. 77 




57. 13 


5. 04 


4.7 



1 4-^-2- [ ( 4' - V#HV) - #:|Ut]-V*»*^*>jaL 

4r-*Jt-2-[ (4* - -*<Ut]-V*»»fc^* (S.) JL 

^PVPnofeMM.*^ (SJK30-1, S 6 K30-3, S 6 K30-5) 
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#3.6 J^(0.01227mole)2-(4 , - 1 f ILS-^^-T^^Sb^ 
30ml 12ml fi£iff, JLfiMMUf*. 

ft 100ml 5.^«Lt. #Uf. 85-90 "C^l"], 3 & 

-J-90TClMI«#f 4 **J\ itJL, aHp, 4tA*&<*ift. 

3t#&££&&>&*h ft— J&*R f =0.796ft^, £~ 

*jb.#.i*, 

-£6£rA (S 6 ) 3.5 & (Ht^84.3 %). 130-132 *C„ 

C 14 H 14 N 2 0 6 S ^f* 338. 33 
7C^-^#: m.ib& C 49. 70%, H 4. 70%, N 8. 28% 
^J§Ht. C 49. 62%, H 4. 11 %, N 8. 07% 

# 100 Ss ,j§Mf#T^#]>.£ 100 *Jt, 300 

#£^60 T^B.^#f»Jl|-&>fc4M&, ;fa>^g&3ff 

S 6 K30-3, S 6 K30-5. 

# 100 SeSHMM^, ^JW^100*jb. 300 500 
PVPkso B**MUfc^«f**&3, ^aMMUVfr* S 6 PM1, S 6 PM3, 
S 6 PM5. 

J.&^#r^ (DSC 1 ): 

^DSC&^,*TJ<L, S 6 £l32.03 *C #t%—$k$L&j *&j&J%r ( )„ 
PVP K3 oft«fc*Mj86.55 , C „S 6 -^PVPkso ^#^^^#S 6 PM1, S 6 PM3, 
S 6 PM5 127. 84*C , 127. 1^3* 129. 15^3^ Seft^Uk*^, ft 

& S 6 K30-1, S 6 K30-3 ft DSC #i£t, Seft^&^Hfi^, 
«A*01T^. >fc S 6 K30-5 ft DSC to i£t, S 6 ft!&jM^ 
S 6 ft PVP K3 o ft-W?] 

X-®-$L#tM®\$L&%- < It© 2) S 6 £4.7°~ 39. 1°#— 
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**I#4£*M**-, PVP K30 >£ 4. 7° ~ 39. l'PdiL*^. S 6 PMK S 6 PM3, 
S 6 PM5. S 6 K30-1. S 6 K30-3 t, Sett A4MfttJ*h 

X#*SeK3(H5ttX-*M^fr4J-IBt. S, «MM*4W|- 
3£J? DSC jfc. 

4-**-2-[ (4' - V<Ut) -*«Jt]-T*»W(t*iL* 

*pe**i (s 9 ) ah**- 

# 6. 8 jt, 4-J&&-2- ( 4' - flUt - *|U&. ) 

tf. 40ml —it,?**, tfiT, «Ji> 3.2 

-4-TJ--^^, *»*WSJjSUil 'MU", it*, 

Jfl JL-J- 40T2*£f-flU&#£| 4-^ J.-2-( 4' 

- V -T^Sb^^-4-T^-^e.J^^ 6. 7 
159-161 x: 0 

C 21 H 29 N 3 0 6 S ^^J: 451. 53 
iC^#f: i&iHS. C 55. 86%, H 6. 47 %, N 9. 31% 
^3H£. C 55. 88%, H 6. 40 %, N 9. 12% 

2 4-*tt.-2-[ (4' - TlUt) 

4-flfr&-2-[ ( 4' - ~ *H*.]-V*t*«fc^JBr^i# ( S 6 

S.) *t*M*L3L54&*4$m 
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^Jlfc&mmCMiSD) 




(mM/kg) 




3 *Bfr 


DMSOX* 


0. 05ml/20g 


16 


3. 56 JO. 81 


fcAft*} 0. 243 


8 


2. 10*1. 39** 


s 6 


0. 243 


8 


0. 58*0. 67** 




0. 243 


8 


1. 18 *0. 65** 



J§ DMSOxfrJ&Hs, **P< 0.01 



£.2. PJ^Ss, S 6 K30-5#^^IL^X^M,^Jl^^ 

>OfriflU£mm(M*SD) 

M 4fr ( mM/kg ) 6 'hBfr 

DMSO*tJ& 0.05ml/20g 12 4.20*0.65 
fc&ftm 0.485 12 2. 58 ±1.20** 
s ° 0.485 12 1.91*0.66 ** 

S 6 K30-5 0. 485 12 1.50*0.95 ** 

J? DMSO *j-JRrts, **P<0. 01 
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^3. 


" - 1 — t=^^— 








MS: 




4*#>&.ft (M±3D) 




(mM/kg) 


it 


1 'J-Bt 


DMSO *frj& 


0. 05ml/20g 


10 


48. 9. 4 ±11. 9 




0. 97 


10 


14. 8 ±11. 7** 




0. 485 


5 


11.4^6. 3** 




0.97 


10 


10. 8 ±11. 4** 



DMSO xfJgUt, ** P<0. 01 



4L4. PJBLS,#iit'hftgrtUMIsfiL& # *fc* 





«* 

(mM/kg) 


ft 


4*fr&4t ( M ±SD ) 
3 'Mft 


DMSO J*JR 


0. 05rol/20g 


12 


43. 4 ±12. 4 




0. 485 


8 


11. 1^9. 7** 




0.485 


8 


6. 7^6. 2** 



DMSO *P<0. 05 ** P<0. 01 



£.5. PiilS6K30-5#^^ML^^^ # at* 



IS 4* 


** 
(mM/Kg ) 


& 


4MMfc4t0f:iSD) 
6 'Mfr 


J** DMSO 


0. O5ml/20g 


12 


29. 84 ± 11.99 




0. 97 


12 


21.00± 19. 09 


S6K30-5 


0. 97 


12 


4. 81 ± 5. 34** 
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% DMSO **P<0. 01 *P<0. 05 

*'M,AX«JftAA***JML'W: S.. S 9 , S 6 K30-5 *&4fcjl# 
mfyW&TJtMt^*}. S 9 [0.243mM/kg] 3^Bt^^^#^^i& 
^^#^JC0.243mM/kg]^ 2 S 6 [ 0. 243mM/kg] #i%JLA&*) 
[0. 243mM/kg] # 4 S 6 K30-5 [ 0. 485mM/kg] 6 >b ft ^ ifr 

*Jltt*4Mt*AiUH**4l9!: S 6 . S 9 , S 6 K30-5 ttfe&ftm 

£t> S 6 , S 9 [ 0.485mM/kg] ft&*|4fUll*fr 
^^^^J[0.97mM/kg]^ 2#. S 6 K30-5 6 'b^^j^^m^^J^ 
# 4 5 >fgr, 

4-*&-2-[ <4' - -^**]-V*»*^**44& (S 6 , 

S 6 K30-5 ^ S 9 ) tt* A PJILfciMMMMl ( ^ 6 ) 

4t6. 'h&P^S 6 : S 6 K30-5frS9 &J &»MM± 





LDbo-CI. (95%-g-4tm) 




mg/kg 




643.9 


s 6 


2355. 5 


S 6 K30-5 


6711. 6 AA 


s 9 


1223. 3 



AA ^ir^Se 1118.6 mg/kg 



*&*JfcS 6 > S 6 K30-5 S.ft&<M«&*ilrX4li!l3: S( 



-11- 



WO 2004/058697 



PCT/CN2003/001145 



ft^teft'h ( U) 5Q &% 2355 . 5 mg/kg ), &fr#Jtttt 
#*fr«iA^iK2LJHtafeJttr*&||?J|t4LW: 4-^-2- [( 4' 

%L&n%itfiMM. *>$Ms M-HLffls MM*. , 

*£8fc:£l£ (S 6 ) *4t*fjL4fr S 6 K30-5 ^ S 9 ) ftftA, &m^m 
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& « 5 « 

1. ^ ( I ) jL^^4fc^^,^#, 



nhso 2 ch 3 




no 2 



3, (I) 

4UUUL 

6. *L^*4t 4 tijfeg*4fe, ^-t^^^^^r^ (I) >tt^4fc 

7. *Uf]JM^ 4 &t0r3iLi&&%i%flr&£ t (I) >ffc^# 

4-7 4£-^^>&^?;2li§ /fl 
10. 4- 4*- 2- C(4' 
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